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DETAILED ACTION 

1. Applicant's amendment, filed 2/12/08, is acknowledged. 

Claims 1 and 15-16 have been amended. 
Claims 2-4 have been cancelled. 
Claims 1 and 5-37 are pending. 

2. Applicant's election of group I, claims 1, 5-18 and 23-32, 
in the reply filed on 2/12/08 is acknowledged. Applicant has 
further elected SEQ ID NO: 1 as the species of linker, and a 
monovalent HLA-A2 Tax specific TCR comprising a variable and 
constant domain from the same species, as the species of scTCR. 

Claims 19-22 and 33-37 are withdrawn from further 
consideration by the examiner, 37 CFR 1.142(b), as being drawn 
to a non-elected invention. Claims 16, 24-25, and 27-29 are 
withdrawn from further consideration by the examiner, 37 CFR 
1.142(b), as being drawn to non-elected species. 

Claims 1, 5-15, 17-18, 23, 26, and 30-32 read on the 
elected invention and are being acted upon. 

3. The information disclosure statement, filed on 4/1/05, is 
acknowledged. However, Chung et al . has been lined through since 
a copy of the reference could not be located in the file. 

4. Claim 5 is objected to for being dependent from cancelled 
claim 3. 

5. The following is a guotation of the second paragraph of 35 
U.S.C. 112: 

The specification shall conclude with one or more claims particularly 
pointing out and distinctly claiming the subject matter which the applicant 
regards as his invention. 

Claims 1, 5-15, 17-18, 23, 26, and 30-32 are rejected under 
35 U.S.C. 112, second paragraph, as being indefinite for failing 
to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. 

A) Claims 1 and 18 are indefinite in the recitation of 
TRAC*01, TRBC1*01, TRBC2*01, etc. The instant specification does 
not define "TRAC*01", but it appears to be a designation for 
allele 1 of the human T cell receptor alpha chain constant 
region. The specification on page 10 provides seguences 
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corresponding to the residues intended for cysteine 
substitution. However, said seguences comprise human TCR 
constant region seguences. The instant claims are clearly not 
limited to human scTCRs, as evidenced by dependent claim 25, 
which recites that the constant region seguences are those of a 
mouse TCR. The fact that the claims are not limited to human 
TCRs renders the claims indefinite. For example, the 
specification on page 10 teaches the seguence of the murine TCR 
alpha constant domain (i.e. murine TRAC) . However, amino acid 
48 of murine TRAC is not Thr, as recited in the claims, but 
comprises a Lys residue (in contrast, residue 49 of mouse TRAC 
is Thr) . It is unclear how the claims can encompass a soluble 
mouse TCR in which Thr 48 of TRAC has been substituted, when in 
fact amino acid 48 of mouse TRAC is Lys. 

B) Claims 1 and 18 are indefinite since they comprise 
numerous grammatical errors. For example, claims 1 and 18 
recite that the segment includes a seguence "corresponding 
corresponds" to TRAC. Additionally, the claims contain spacing 
errors, for example line 18 of claim 1 recites "ofTCRBCl". 

C) Claims 1 and 18 recite the limitation "said non-native 
disulfide bond" in lines 16 and 4, respectively. There is 
insufficient antecedent basis for this limitation in the claim. 

6. The nonstatutory double patenting rejection is based on a 
judicially created doctrine grounded in public policy (a policy 
reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by 
a patent and to prevent possible harassment by multiple 
assignees. A nonstatutory obviousness-type double patenting 
rejection is appropriate where the conflicting claims are not 
identical, but at least one examined application claim is not 
patentably distinct from the reference claim (s) because the 
examined application claim is either anticipated by, or would 
have been obvious over, the reference claim(s). See, e.g., In re 
Berg, 140 F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re 
Goodman, 11 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re 
Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In re Van 
Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 
F.2d 528, 163 USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 
CFR 1.321(c) or 1.321(d) may be used to overcome an actual or 
provisional rejection based on a nonstatutory double patenting 
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ground provided the conflicting application or patent either is 
shown to be commonly owned with this application, or claims an 
invention made as a result of activities undertaken within the 
scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent 
of record may sign a terminal disclaimer. A terminal disclaimer 
signed by the assignee must fully comply with 37 CFR 3.73(b). 

7. Claims 1, 5-14, 17-18, 23, 26, and 30-32 are rejected on 
the ground of nonstatutory obviousness-type double patenting as 
being unpatentable over claims 1-14 and 20 of U.S. Patent No. 
7,329,731 in view of WO 99/18129 (of record), and WO 99/60120. 

The '731 patent claims a soluble TCR (sTCR) comprising a 
TCR a and P variable region and a constant region extracellular 
seguence including a seguence of TRAC*01 and TRBC1*01 or 
TRBC2*02, wherein a disulfide bond links cysteine residues 
substituted for Thr 48 of exon 1 of TRAC*01 and Ser 57 of exon 1 
of TRBC1*01 or TRBC2*01. The x 731 patent further claims 
mutating or truncating the TCR constant region to remove the 
native disulfide bond. The *731 patent further claims a 
pharmaceutical formulation comprising the sTCR and a sTCR 
associated with a therapeutic agent or label (i.e. a particle). 
Furthermore, it would have been obvious to further include a 
linker seguence linking the C terminus of the a segment to the N 
terminus of the P segment, since WO 99/18129 teaches the 
usefulness of peptide linkers in effectively positioning the Va 
and vp chains (see pages 14-16 and 23-25, in particular) . 
Additionally, it would have been obvious to make a sTCR, as 
claimed in the x 731 patent, specific to HLA-A2 tax, since WO 
99/60120 teaches the usefulness of HLA-A2 tax specific sTCRs for 
therapeutic and diagnostic purposes (see pages 21-22 and 52 in 
particular) . 

8. Claim 1, 5-14, 17-18, 23, 26, and 30-32 are provisionally 
rejected on the ground of nonstatutory obviousness- type double 
patenting as being unpatentable over claims 1-2 and 9-20 of 
copending Application No. 11/667,276 in view of WO 99/18129 (of 
record), and WO 99/60120. 

The '276 application claims a soluble TCR (sTCR) comprising 
a TCR a and p variable region and a constant region extracellular 
seguence including a seguence of TRAC*01 and TRBC1*01 or 
TRBC2*02, wherein a disulfide bond linking cysteine residues 
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substituted for Thr 48 of exon 1 of TRAC*01 and Ser 57 of exon 1 
of TRBC1*01 or TRBC2*01. The x 276 application further claims 
mutating or truncating the TCR constant region to remove the 
native disulfide bond. The x 276 application further claims a 
sTCR associated with a superantigen (i.e. a therapeutic agent) 
or label. Furthermore, it would have been obvious to further 
include a linker seguence linking the C-terminus of the a segment 
to the N terminus of the P segment, since WO 99/18129 teaches the 
usefulness of peptide linkers in effectively positioning the Va 
and VP chains (see pages 14-16 and 23-25, in particular) . 
Additionally, it would have been obvious to make a sTCR, as 
claimed in the x 276 application, specific to HLA-A2 tax, since 
WO 99/60120 teaches the usefulness of HLA-A2 tax specific sTCRs 
for therapeutic and diagnostic purposes (see pages 21-22 and 52 
in particular) . 

This is a provisional obviousness- type double patenting 
rejection. 

9. Claim 1, 5-15, 17-18, 23, 26, and 30-32 are provisionally 
rejected on the ground of nonstatutory obviousness- type double 
patenting as being unpatentable over claims 1-2, 10-19, and 31 of 
copending Application No. 11/664,214 in view of WO 99/60120. 

The '214 application claims a soluble single chain TCR 
(scTCR) comprising a TCR a and P variable region and a constant 
region extracellular seguence including a seguence of TRAC*01 
and TRBC1*01 or TRBC2*02, wherein a disulfide bond linking 
cysteine residues substituted for Thr 48 of exon 1 of TRAC*01 
and Ser 57 of exon 1 of TRBC1*01 or TRBC2*01. The *214 
application further claims mutating or truncating the TCR 
constant region to remove the native disulfide bond. The x 214 
application further claims a pharmaceutical composition 
comprising the scTCR, and a scTCR associated with a therapeutic 
agent. Furthermore, the ^214 application claims a scTCR joined 
by a linker peptide comprising SEQ ID NO: 1, wherein the peptide 
links the C-terminus of the a segment to the N terminus of the P 
segment. Additionally, it would have been obvious to make a 
sTCR, as claimed in the ^214 application, specific to HLA-A2 
tax, since WO 99/60120 teaches the usefulness of HLA-A2 tax 
specific sTCRs for therapeutic and diagnostic purposes (see 
pages 21-22 and 52 in particular) . 



This is a provisional obviousness- type double patenting 
rejection. 
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10. Claim 1, 5-14, 17-18, 23, 26, and 30-32 are provisionally 
rejected on the ground of nonstatutory obviousness- type double 
patenting as being unpatentable over claims 1, 86, and 88-89 of 
copending Application No. 10/532,879 in view of WO 99/18129 (of 
record), and WO 99/60120. 

The '879 application claims a soluble single chain TCR 
(scTCR) comprising a TCR a and P variable region and a constant 
region extracellular seguence including a seguence of TRAC*01 
and TRBC1*01 or TRBC2*02, wherein a disulfide bond linking 
cysteine residues substituted for Thr 48 of exon 1 of TRAC*01 
and Ser 57 of exon 1 of TRBC1*01 or TRBC2*01. Furthermore, it 
would have been obvious to further include a linker seguence 
linking the C-terminus of the a segment to the N terminus of the 
P segment, since WO 99/18129 teaches the usefulness of peptide 
linkers in effectively positioning the Va and vp chains (see 
pages 14-16 and 23-25, in particular) . Additionally, it would 
have been obvious to make a sTCR, as claimed in the v 879 
application, specific to HLA-A2 tax, since WO 99/60120 teaches 
the usefulness of HLA-A2 tax specific sTCRs for therapeutic and 
diagnostic purposes (see pages 21-22 and 52 in particular) . 

This is a provisional obviousness -type double patenting 
rejection. 

11. Claim 1, 5-15, 17-18, 23, 26, and 30-32 are provisionally 
rejected on the ground of nonstatutory obviousness- type double 
patenting as being unpatentable over claims 1-23, 26-35, 40-43, 
5and 4-55 of copending Application No. 10/535,965 in view of WO 

99/60120 . 

The ' 965 application claims a soluble single chain TCR 
(scTCR) comprising a TCR a and P variable region and a constant 
region extracellular seguence including a seguence of TRAC*01 
and TRBC1*01 or TRBC2*02, wherein a disulfide bond linking 
cysteine residues substituted for Thr 48 of exon 1 of TRAC*01 
and Ser 57 of exon 1 of TRBC1*01 or TRBC2*01. The x 965 
application further claims mutating or truncating the TCR 
constant region to remove the native disulfide bond. The x 965 
application further claims a pharmaceutical composition 
comprising the scTCR, and a scTCR associated with a therapeutic 
agent. Furthermore, the y 965 application claims a scTCR joined 
by a linker peptide comprising SEQ ID NO: 1, wherein the peptide 
links the C-terminus of the a segment to the N terminus of the P 
segment. Additionally, it would have been obvious to make a 
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scTCR, as claimed in the x 965 application, specific to HLA-A2 
tax, since WO 99/60120 teaches the usefulness of HLA-A2 tax 
specific sTCRs for therapeutic and diagnostic purposes (see 
pages 21-22 and 52 in particular) . 

This is a provisional obviousness- type double patenting 
rejection. 

12. No claim is allowed. 

13. Any inquiry concerning this communication or earlier 
communications from the examiner should be directed to Amy E. 
Juedes, Ph.D. whose telephone number is 571-272-4471. The 
examiner can normally be reached on 6am - 2pm, Monday through 
Friday. 

If attempts to reach the examiner by telephone are 
unsuccessful, the examiner's supervisor, Eileen O'Hara can be 
reached on 571-272-0878. The fax phone number for the 
organization where this application or proceeding is assigned is 
571-273-8300. 



Information regarding the status of an application may be 
obtained from the Patent Application Information Retrieval 

(PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, 
see http://pair-direct.uspto.gov. Should you have questions on 
access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free) . If you would 
like assistance from a USPTO Customer Service Representative or 
access to the automated information system, call 800-786-9199 

(IN USA OR CANADA) or 571-272-1000. 



Amy E. Juedes, Ph.D. 
Patent Examiner 
Technology Center 1600 



/G.R. Ewoldt/ 
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